SUMMARY A 16 year old girl with ulcerative colitis developed hepatitis with a high fever, leukopenia and a marked rise in serum transaminases without jaundice. There were no skin, oral, or genital lesions. Liver biopsy was precluded by abnormalities in coagulation. Postmortem examination of the liver by light and electron microscopy, culture, immunoperoxidase and immunofluorescent staining confirmed the diagnosis of hepatitis due to type 1 herpes simplex virus. Despite the rarity, this viral aetiology should be included in the differential diagnosis of all patients with severe hepatitis. infectious agents and were consistent with idiopathic ulcerative colitis. Stool culture and examinations for ova and parasites were repeatedly negative for pathogens. The alkaline phosphatase was 1-8 ,ukat/l (76 U/l), alanine aminotransferase (ALT) 0-23 ,ukat/l (14 U/l), and the bilirubin was 9 timol/l (0-5 mg/dl).
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The patient was then released from the hospital to be treated with prednisone 40 mg/day. Two weeks later, she was readmitted because of four days of fever, malaise, anorexia, and watery diarrheoa without blood. Body temperature on admission was 39-5C. The patient was anicteric, and the abdomen was soft, non-tender, and without hepatosplenomegaly. Sigmoidoscopy revealed a mildly active ulcerative colitis. There were no skin, oral, or genital lesions. The white blood cell count was 1-5x109/l (1500/mm3) with 62% polymorphonuclear cells, 24% bands, 12% lymphocytes, and 2% monocytes. The haemoglobin was 6-76 mmol/l (10-9 g/dl), and the platelet count was 127x 109/l (127,000/ mm3). Chest (10000 IU/l), and the bilirubin to 91 Fmol/l (5.3 mg/ dl). Serum ammonia was 188 simol/l (321 Ftg/dl). The white blood cell count increased to 5-6x 101/I (5,600/ mm), but the haemoglobin fell to 4 41 mmol/l (7.1 g/ dl), and the platelet count to 55x 10O' (55000/mm-).
The prothrombin time was 48.6 seconds with a control of 12.6 seconds, partial thromboplastin time 840() seconds with a control of 56 0 seconds, and fibrinogen -75 g/l (75 mg/dl). The blood urea nitrogen was 5*7 mmol/l (16 mg/dl) and the serum creatinine Microscopic examination showed subtotal necrosis of the liver parenchyma. Only 5% of all liver cells appeared viable. Many of these cells had nuclei which were uniformly basophilic with a homogenous 'ground glass' amphophilic appearance (Fig. 1) . Less commonly seen were intranuclear fully developed Cowdry type A inclusions, which were brightly eosinophilic with irregular borders surrounded by a clear 'halo' that separated the inclusions from the marginated chromatin at the nuclear membrane. There was diffuse haemorrhage with little inflammation except for scattered foci of neutorphils around central veins.
Samples of fresh liver were fixed in 3% cacodylate buffered glutaraldehyde, treated with osmium tetroxide, dehydrated, and embedded in Epon. Ultrathin sections stained with uranyl acetete and lead citrate were examined by transmission electron microscopy. This revealed numerous and often clustered herpes type particles within hepatocytes (Fig. 2) .
Immunoperoxidase studies on formalin fixed liver using herpes simplex virus type 1 and type 2 antibody (Lipshaw, Detroit) were strongly positive for herpes antigen in the nuclei, cytoplasm, and cell membranes (Fig. 3) . Immunofluorescent studies using specific conjugate (Kallestad, Austin, Texas) were positive for herpes simplex virus type 1. The presence of herpes simplex was also shown by cytopathic effect after innoculation of fresh hepatic material into human embryonic kidney (Whittaker MA Bioproducts, Walkersville, MD) and human foreskin (Bartels, American Scientific, Mahwah, NJ) tissue culture.
Discussion
Infection with herpes simplex virus usually occurs through mucocutaneous areas. Host factors then determine whether dissemination will occur. In mice, the presence of mature macrophages at the infection site correlates with prevention of dissemination. Protective antibodies, production of interferon, and natural killer cells also play a role in preventing spread.36 In man, severe herpes simplex virus infection has most often been associated with defects in cell mediated immunity. 37 Thirty six previously reported cases had possible causes for immunosuppression. These included therapy for corticosteroids alone in six patients26253033 or combined with azathioprine in 11, 11 13 14 19 21 22 26 27 the third trimester of pregnancy in nine,' 9 
